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chain nodes : 

10 11 12 13 14 15 16 18 19 20 21 22 28 29 30 31 32 33 34 35 36 
37 38 39 40 
ring nodes : 

1 2 3 4 5 6 7 8 9 17 23 24 25 26 27 
chain bonds : 

1-10 2-34 3-35 4-36 7-15 8-16 9-14 10-11 10-33 11-12 11-13 16-17 16-18 

16-40 18-19 19-20 19-21 19-22 23-37 24-28 25-31 26-38 27-39 28-29 29-30 
31-32 



ring bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 5-7 6-9 7-8 8-9 17-23 17-27 23-24 24-25 25-26 

26- 27 

exact/norm bonds : 

1- 10 5-7 6-9 7-8 7-15 8-9 8-16 9-14 10-11 11-13 19-20 19-21 24-28 25-31 
exact bonds : 

2- 34 3-35 4-36 10-33 11-12 16-17 16-18 16-40 18-19 19-22 23-37 26-38 

27- 39 28-29 29-30 31-32 
normalized bonds : 

1-2 1-6 2-3 3-4 4-5 5-6 17-23 17-27 23-24 24-25 25-26 26-27 
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MF C22 H24 N2 07 S 

Absolute stereochemistry. Rotation (+) . 
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L5 ANSWER 1 OF 2 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Use of (+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2 -methylsulfonylethyl] -4- 

acetylaminoisoindoline-1, 3-dione and compositions thereof for inhibiting 
TNF-a production and PDE4 activity 

GI 




AB The invention discloses stereomerically pure (S) -2- [1- (3-Ethoxy-4- 

methoxyphenyl ) -2-methylsulf onylethyl] -4-acetylaminoisoindoline-l, 3-dione 
(+)-I, substantially free of its (-) -isomer, and prodrugs, metabolites, 
polymorphs, salts, solvates, hydrates, and clathrates thereof. Methods of 
using and pharmaceutical compns . comprising (+) -I for treating and/or 
preventing disorders ameliorated by the reduction of levels of tumor necrosis 
factor a (TNF-a) or the inhibition of phosphodiesterase IV 

(PDE4) are also disclosed. Examples include the synthesis and resolution of 
( + ) -I, thirteen bioassays, an aqueous solubility study, and three formulations. 
For instance, 3 -nitrophthalic acid was hydrogenated using 10% Pd/C in EtOH 
to give the amine (84%) , which was condensed with Ac20 to afford 
3-acetamidophthalic anhydride (61%) . Reaction of the phthalic anhydride 
with 1- (3-ethoxy-4-methoxyphenyl) -2- (methylsulfonyl) ethylamine to give I 
(59%), followed by resolution with N-acetyl-L-leucine in MeOH provided (+) -I 
(90% recovery, 98.4% ee) . The latter inhibited LPS-induced TNF-a 
production by human whole blood and PDE4 activity with IC50 values of 2 94 nM 
and 73.5 nM, resp. (+) -I showed >500-fold to >40, 000-fold selectivity for 
PDE4 over PDEl, PDE2 , PDE3 , PDE5, and PDE6 . In addition, (+) -I suppressed 
LPS-induced lung neutrophilia in conscious ferrets with an ED50 of 0.8 
mg/kg. Thus, (+) -I and its pharmaceutical compns. are useful for treating 
and/or preventing cancer, depression, and a variety of allergic. 



inflammatory, and autoimmune disorders (no data) . 
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TNF-a production and PDE4 activity 
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L5 ANSWER 2 OF 2 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Use of (-) -2- [1- (3-ethoxy-4-methoxyphenyl) -2 -methyl sulf onylethyl] -4- 

acetylaminoisoindoline-1, 3-dione and compositions thereof for inhibiting 
TNF-a production and PDE4 activity 

GI 




AB 



The invention discloses stereomerically pure (R) -2- [1- (3 -Ethoxy-4 - 
methoxyphenyl) -2 -methylsulf onylethyl] -4 -acetylaminoisoindoline-1, 3-dione 
(-)-I, substantially free of its {+) -isomer, and prodrugs, metabolites, 
polymorphs, salts, solvates, hydrates, and clathrates thereof. Methods of 
using and pharmaceutical compns. comprising (-)-I for treating and/or 
preventing disorders ameliorated by the reduction of levels of tumor necrosis 
factor a (TNF-a) or the inhibition of phosphodiesterase IV 

(PDE4) are also disclosed. Examples include the synthesis and resolution of 
(-)-I, seven bioassays, an aqueous solubility study, and three formulations. 



For 



instance, 3-nitrophthalic acid was hydrogenated using 10% Pd/C in EtOH to 
give the amine (84%) , which was condensed with Ac20 to afford 
3-acetamidophthalic anhydride (61%) . Reaction of the phthalic anhydride 
with 1- (3-ethoxy-4-methoxyphenyl) -2- (methylsulfonyl) ethylamine to give I 
(59%), followed by resolution with N-acetyl-D-leucine in MeOH provided (-)-I 
(90% recovery, 98.4% ee) . The latter inhibited LPS-induced TNF-a 
production by human whole blood and PDE4 activity with IC50 values of 371 nM 
and 611 nM, resp. (-) -I showed >45-fold to >39, 000-fold selectivity for 
PDE4 over PDEl, PDE2 , PDE3 , PDE5, and PDE6 . Thus, (-)-I and its 
pharmaceutical compns. are useful for treating and/or preventing cancer, 
depression, and a variety of allergic, inflammatory, and autoimmune 
disorders (no data) . 
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TI Methods of the treatment or prevention of exercise-induced asthma using 

(+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2 -methyl sulfony le thy 1] -4- 
acetylaminoisoindoline-1, 3-dione 
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TI Methods of using {+) -2- [1- {3-ethoxy-4-methoxyphenyl) -2- 
methylsulfonylethyl] -4 acetylaminoisoindoline 1, 3-dione 

L7 ANSWER 3 OF 4 USPATFULL on STN 

TI (+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulfonylethyl] -4- 

acetylaminoisoindoline-1, 3-dione: methods of using and compositions 
thereof 

L7 ANSWER 4 OF 4 USPATFULL on STN 
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L7 ANSWER 1 OF 4 USPATFULL on STN 

TI Methods of the treatment or prevention of exercise -induced asthma using 
( + ) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulfonylethyl] -4- 
acetylaminoisoindoline-1, 3 -dione 

AB Methods of treating, managing or preventing exercise -induced asthma are 

disclosed. Specific methods encompass the administration of 
{+) -2- [1- {3-ethoxy-4-methoxyphenyl) -2-methylsulfonylethyl] -4- 
acetylaminoisoindoline-1, 3-dione alone or in combination with a second 
active agent. Pharmaceutical compositions and single unit dosage forms 
are also disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Methods of the treatment or prevention of exercise -induced asthma using 
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TI Methods of using (+) -2 - [1- (3 -ethoxy-4 -methoxyphenyl) -2 - 

methylsulfonylethyl] -4 acetylaminoisoindoline 1,3-dione 

AB Stereomerically pure ( + ) -2- [1- (3 -Ethoxy-4 -methoxyphenyl) -2 - 

methylsulfonylethyl] -4-acetylaminoisoindoline-l, 3-dione, substantially 
free of its (-) isomer, and prodrugs, metabolites, polymorphs, salts, 
solvates, hydrates, and clathrates thereof are discussed. Also discussed 
are methods of using and pharmaceutical compositions comprising the (+) 
enantiomer of 2- [1- (3 -Ethoxy-4 -methoxyphenyl) -2 -methylsulfonylethyl] -4- 
acetylaminoisoindoline-1, 3-dione are disclosed. The methods include 
methods of treating and/or preventing disorders ameliorated by the 
reduction of levels of TNF-a or the inhibition of PDE4 . 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Methods of using ( + ) -2 - [1- (3 -ethoxy-4 -methoxyphenyl) -2- 

methylsulfonylethyl] -4 acetylaminoisoindoline 1, 3-dione 
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TI (+) -2- [1- (3 -ethoxy-4 -methoxyphenyl) -2 -methylsulfonylethyl] -4- 

acetylaminoisoindoline-1, 3-dione :methods of using and compositions 
thereof 

AB Stereomerically pure ( + ) -2- [1- (3-Ethoxy-4-methoxyphenyl) -2- 

methylsulfonylethyl] -4 -acetylaminoisoindoline- 1, 3-dione, substantially 
free of its (-) isomer, and prodrugs, metabolites, polymorphs, salts, 
solvates, hydrates, and clathrates thereof are discussed. Also discussed 
are methods of using and pharmaceutical compositions comprising the (+) 
enantiomer of 2- [1- (3 -Ethoxy-4 -methoxyphenyl ) -2 -methylsulfonylethyl] -4- 
acetylaminoisoindoline-1, 3-dione are disclosed. The methods include 
methods of treating and/or preventing disorders ameliorated by the 
reduction of levels of TNF-a or the inhibition of PDE4 . 
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TI (+) -2- [1- (3-Ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl] -4- 

acetylaminoisoindoline-1, 3-dione: methods of using and compositions 
thereof 

AB Stereomerically pure { + ) -2- [1- (3-Ethoxy-4-methoxyphenyl) -2- 

methylsulf onylethyl] -4-acetylaminoisoindoline-l, 3-dione, substantially 
free of its (-) isomer, and prodrugs, metabolites, polymorphs, salts, 
solvates, hydrates, and clathrates thereof are discussed. Also discussed 
are methods of using and pharmaceutical compositions comprising the (+) 
enantiomer of 2- [1- {3-Ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl] -4- 
acetylaminoisoindoline-l, 3-dione are disclosed. The methods include 
methods of treating and/or preventing disorders ameliorated by the 
reduction of levels of TNF-a or the inhibition of PDE4 . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 

AN 2003:266035 USPATFULL <<LOGINID : : 20061002>> 

TI { + ) -2- [1- (3-Ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl] -4- 

acetylaminoisoindoline-1, 3-dione : methods of using and compositions 
thereof 

IN Muller, George W., Bridgewater, NJ, UNITED STATES 

Schafer, Peter H., Somerset, NJ, UNITED STATES 

Man, Hon-Wah, Princeton, NJ, UNITED STATES 

Ge, Chuansheng, Belle Mead, NJ, UNITED STATES 
PI US 2003187052 Al 20031002 

US 6962940 B2 20051108 

AI US 2003-392195 Al 20030319 (10) 

PRAI US 2002-366515P 20020320 (60) 

US 2003-438450P 20030107 (60) 

DT Utility 
FS APPLICATION 

LREP PENNIE AND EDMONDS, 1155 AVENUE OF THE AMERICAS, NEW YORK, NY, 100362711 
CLMN Number of Claims: 55 
ECL Exemplary Claim: 1 
DRWN 2 Drawing Page(s) 
LN.CNT 2012 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



=> file caplus 

COST IN U.S. DOLLARS 



SINCE FILE 
ENTRY 
10.92 



TOTAL 
SESSION 
99.74 



FULL ESTIMATED COST 



DISCOUNT AMOUNTS (FOR QUALIFYING ACCOUNTS) 



SINCE FILE 
ENTRY 
0.00 



TOTAL 
SESSION 
-1.50 



CA SUBSCRIBER PRICE 



FILE 'CAPLUS' ENTERED AT 13:17:33 ON 02 OCT 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 2 Oct 2006 VOL 145 ISS 15 
FILE LAST UPDATED: 1 Oct 2006 (20061001/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

ht tp : / / www . cas . org/ inf opol icy . html 

=> s 13 and (TNF (w) (alpha or a)) 
63859 TNF 
1635643 ALPHA 
20196834 A 

47923 TNF(W) (ALPHA OR A) 
LB 4 L3 AND (TNF(W) (ALPHA OR A)) 

=> d 18 1-4 ti abs bib 
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TI Use of ( + ) -2- [1- (3-ethoxy-4-methoxyphenyl) -2 -methyl sulfonyle thy 1] -4- 

acetylaminoisoindoline-1, 3-dione and compositions thereof for inhibiting 
TNF-. alpha, production and PDE4 activity 

GI 



OMe 



Me 
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AB The invention discloses stereomerically pure (S) -2~ [1- {3-Ethoxy-4- 

methoxyphenyl) -2 -methylsulf onylethyl] -4 -acetylaminoisoindoline-1 , 3-dione 
(+)-!, substantially free of its {-) -isomer, and prodrugs, metabolites, 
polymorphs, salts, solvates, hydrates, and clathrates thereof. Methods of 
using and pharmaceutical compns. comprising (+)-I for treating and/or 
preventing disorders ameliorated by the reduction of levels of tumor necrosis 
factor a ( TNF-. alpha.) or the inhibition of 

phosphodiesterase IV (PDE4) are also disclosed. Examples include the 
synthesis and resolution of thirteen bioassays, an aqueous solubility 

study, 

and three formulations. For instance, 3-nitrophthalic acid was 
hydrogenated using 10% Pd/C in EtOH to give the amine (84%) , which was 
condensed with Ac20 to afford 3 -acetamidophthalic anhydride (61%) . 
Reaction of the phthalic anhydride with 1- (3-ethoxy-4-methoxyphenyl) -2- 
(methylsulfonyl) ethylamine to give I (59%), followed by resolution with 
N-acetyl-L-leucine in MeOH provided (+)-I (90% recovery, 98.4% ee) . The 
latter inhibited LPS-induced TNF-. alpha, production by 

human whole blood and PDE4 activity with IC50 values of 294 nM and 73.5 
nM, resp. (+) -I showed >500-fold to >40, 000-fold selectivity for PDE4 
over PDEl, PDE2, PDE3 , PDE5, and PDE6 . In addition, (+) -I suppressed 
LPS-induced lung neutrophilia in conscious ferrets with an ED50 of 0.8 
m^g/kg. Thus, ( + ) -I and its pharmaceutical compns. are useful for treating 
and/or preventing cancer, depression, and a variety of allergic, 
inflammatory, and autoimmune disorders (no data) . 
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TI Use of (+) -2- [1- (3-ethoxy-4-methoxyphenyl) -2-methylsulf onylethyl] -4- 

acetylaminoisoindoline-1, 3-dione and compositions thereof for inhibiting 
TNF-. alpha, production and PDE4 activity 
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TI Use of (-) -2- [1- (3-ethoxy-4-methoxyphenyl) -2 -methyl sulfonyle thy 1] -4- 

acetylaminoisoindoline-1, 3-dione and compositions thereof for inhibiting 
TNF-. alpha, production and PDE4 activity 

GI 



OMe 




I 



AB The invention discloses stereomerically pure (R) -2 - [1- (3 -Ethoxy-4 - 

methoxyphenyl ) -2 -methylsulf onylethyl] -4 -acetylaminoisoindoline-1, 3-dione 
(-)-I, substantially free of its (+) -isomer, and prodrugs, metabolites, 
polymorphs, salts, solvates, hydrates, and clathrates thereof. Methods of 
using and pharmaceutical compns. comprising (-)-I for treating and/or 
preventing disorders ameliorated by the reduction of levels of tumor necrosis 
factor a ( TNF-. alpha.) or the inhibition of 

phosphodiesterase IV (PDE4) are also disclosed. Examples include the 
synthesis and resolution of (-)-I, seven bioassays, an aqueous solubility 
study, and 

three formulations. For instance, 3-nitrophthalic acid was hydrogenated 
using 10% Pd/C in EtOH to give the amine (84%) , which was condensed with 
Ac20 to afford 3 -acetamidophthalic anhydride (61%) . Reaction of the 
phthalic anhydride with 1- (3 -ethoxy-4 -methoxyphenyl) -2 - 
(methylsulfonyl) ethylamine to give I (59%), followed by resolution with 
N-acetyl-D-leucine in MeOH provided (-)-I (90% recovery, 98.4% ee) , The 
latter inhibited LPS-induced TNF-. alpha, production by 

human whole blood and PDE4 activity with IC50 values of 371 nM and 611 nM, 
resp. (-)-I showed >45-fold to >39, 000-fold selectivity for PDE4 over 
PDEl, PDE2, PDE3, PDE5, and PDE6 . Thus, (-) -I and its pharmaceutical 
compns. are useful for treating and/or preventing cancer, depression, and 
a variety of allergic, inflammatory, and autoimmune disorders (no data) . 
2003 : 777582 CAPLUS 
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TI Preparation of substituted phenethylsulf ones for reducing TNF. 
alpha, levels 
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AB The title compds . [I; the carbon atom designated "*" constitutes a center 
of chirality; Y = CO, CH2< CH2C0; R1-R4 = H, halo, alkyl, etc.; R5, R6 = 

H, alkyl, alkoxy, etc.; R7 = OH, alkyl, Ph, etc.] which reduce the levels 
of TNF. alpha, and inhibit PDE IV in a mammal (no 

data) , were prepared and formulated. Typical embodiments are 

2- [1- (3-ethoxy-4-methoxyphenyl) -2 -methylsulf onylethyl] -4-aminoisoindoline- 

I, 3-dione and 2 - [1- (3 ~cyclopentyloxy-4-methoxyphenyl) -2 - 
methyl sulfonylethyl] isoindoline-1, 3-dione . 
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The title compds . [I; the carbon atom designated * constitutes a center of 
chirality; Y = S02 , CO, CH2 ; R1-R4 = H, halo, alkyl, etc.; R5, R6 = H, 
alkyl, alkoxy, etc.; R7 = OH, alkyl, Ph, etc.], useful in reducing the 
levels of TNF. alpha, and inhibiting PDE IV (no data), 

were prepared and formulated. Typical embodiments are 2 - [1- (3-ethoxy-4- 

methoxyphenyl) -2 -methyl sulfonylethyl] -4-aminoisoindoline-l, 3 -dione and 

2- [1- (3-cyclopentyloxy-4-methoxyphenyl) - 2 -methyl sulfonylethyl] isoindoline- 

1,3 -dione (prepns . were given). 
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LIO ANSWER 1 OF 2 USPATFULL on STN 

TI Substituted phenethylsulf ones and method of reducing TNF. 

alpha, levels 

AB Phenethylsulfones substituted in the position a to the phenyl 

group with a 1 -oxoisoindoline or 1 , 3 -dioxoisoindoline group reduce the 
levels Qf TNF. alpha, in a mammal. Typical 

embodiments are 2- [1- (3 -ethoxy-4-methoxyphenyl) -2 -methyl sulfonylethyl] 
aminoisoindoline-1, 3-dione and 2- [1- (3-cyclopentyloxy-4-methoxyphenyl) 
methylsulf onylethyl] isoindoline-1, 3-dione . 
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TI Substituted phenethylsulf ones and method of reducing TNF. 

alpha, levels 

AB Phenethylsulf ones substituted in the position a to the phenyl 

group with a 1-oxoisoindoline or 1, 3-dioxoisoindoline group reduce the 
levels of TNF, alpha, in a mammal. Typical 

embodiments are 2- [1- (3 -ethoxy-4 -methoxyphenyl) -2-methylsulf onylethyl] -4- 
aminoisoindoline-1, 3-dione and 2- [1- (3 -eye lopentyloxy- 4 -methoxyphenyl) -2- 
methyl sulf onylethyl] isoindoline-1, 3-dione . 
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TI (+) -2- [1- (3 -Ethoxy-4 -methoxyphenyl) -2-methylsulf onylethyl] -4- 

acetylaminoisoindoline-1, 3-dione: methods of using and compositions 

thereof 

AB Stereomerically pure ( + ) -2- [1- (3 -Ethoxy-4 -methoxyphenyl) -2- 

methylsulf onylethyl] -4-acetylaminoisoindoline-l, 3-dione, substantially 
free of its (-) isomer, and prodrugs, metabolites, polymorphs, salts, 
solvates, hydrates, and clathrates thereof are discussed. Also discussed 
are methods of using and pharmaceutical compositions comprising the (+) 
enantiomer of 2- [1- (3 -Ethoxy-4 -methoxyphenyl) -2 -methylsulf onylethyl] -4- 
acetylaminoisoindoline-1 , 3 -dione are disclosed. The methods include 
methods of treating and/or preventing disorders ameliorated by the 
reduction of levels of TNF-. alpha, or the inhibition 
of PDE4. 
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